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Synthesis of Fmoc-Ala-(Z)Dhb-OH
Dipeptide precursor Fmoc-Ala-(Z)Dhb-OH was synthesized as previously described. 6 H-Thr-O t Bu·HCl (1 eq) was dissolved in DCM (15 mL) with triethylamine (0.9 eq) and stirred for 30 minutes. In a separate reaction, Fmoc-Ala-OH (1.2 eq) was stirred in DCM (10 mL) to which EDC·HCl (1.3 eq) was added. Each mixture was stirred for a few seconds before they were combined. The reaction mixture was left stirring for 24 hrs at room temperature under N 2 , to form Fmoc-Ala-Thr-O t Bu which is a white crystalline powder. TLC (SiO 2 , 9:1 DCM/MeOH) R f = 0.72. Percent yield = 76%.
Fmoc-Ala-Thr-O t Bu (1 eq) was dissolved in 12:1 DCM/DMF (15 mL) and mixed with EDC·HCl (2 eq). A suspension containing CuCl (1.2 eq) in 5 mL 12:1 DCM/DMF was added next. The reaction mixture was allowed to stir for 48 hrs at room temperature under N 2 . This step dehydrated Thr into (Z)Dhb, yielding Fmoc-Ala-(Z)Dhb-O t Bu. The product is a yellowish white powder. TLC (SiO 2 , 9:1 DCM/MeOH) R f = 0.89. Percent yield = 54.5%.
Fmoc-Ala-(Z)Dhb-O t Bu (1 eq) was dissolved in 95:5 TFA/DCM (2 mL) and stirred for 3 hrs at room temperature. TFA was removed by co-evaporation with DCM, followed by methanol, and finally diethylether to precipitate out and dry Fmoc-Ala-(Z)Dhb-OH. The product is a white powder. TLC (SiO 2 , 
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HPLC profiles of nobilamide B and analogues. Analytical RP-HPLC with a linear gradient of 5% to 100% MeCN (0.1% TFA) was used with 1 mL/min flow rate. Absorbance was detected at 220 nm. 
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Dataf ile Name:A3Nob pure.lcd Sample Name:A3Nob pure Sample ID:A3Nob pure 
